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L1 521 SEA ABB=ON PLU=ON EPOTHILONE 
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D L4 
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Stable and soluble macrolide antibiotic composite 
Sato, Toyomi; Mayama, Takeshi; Oka da , Akira 
Meiji Confectionary Co., Ltd., Japan 
Jpn. Kokai Tokkyo Koho, 3 pp. 
CODEN: JKXXAF 

Patent 
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JP 1974-55639 



19740520 



JP 50148594 A2 19751128 

JP 54038166 B4 19791119 

PRIORITY APPLN. INFO.: JP 1974-55639 19740520 

AB A volatile org. solvent soln. of a macrolide antibiotic with 

addn. of >1 of a cellulose polymer, ethylene glycol, and stearic acid was 
lyophilized to produce a stable and sol. amorphous solid composite 
of the macrolide antibiotic. Thus, 10 g mydecamycin 
[35457-80-8] was dissolved in 200 ml Me2SO contg. 1 g hydroxypropyl 
cellulose [9004-64-2] . The soln. was frozen at -30. degree, and 
lyophilized at <100 mm yielding a completely amorphous solid. The 
solid was still amorphous after storage at 60. degree, for 4 weeks. 
ST macrolide antibiotic lyophilized cellulose; 
mydecamycin cellulose lyophilized 
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University of Texas System, USA 
PCT Int. Appl. , 27 pp. 
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AB A fine powder which forms "antifungal polyene macrolide -contg . 

liposomes upon suspension in an aq. soln. is produced by: (1) dissolving 
the macrolide in an org. solvent and a phospholipid in another 
org solvent/ (2) mixing the resultant 2 solns . ; (3) removing the solvents 
from the mixt . to give a residue; (4) dissolving the residue in an org. 
solvent; (5) extg. this solvent to leave a remnant; (6) dissolving this 
remnant in Me3COH ; (7) passing this soln. through a filter; and (8) 
lyophilizing the filtrate. A soln. of nystatin in MeOH was mixed 
with a soln. of dimyristoylphosphat idylcholine (DMPC) and 
dimyristoylphosphatidylglycerol (DMPG) in CHC13. The DMPC : DMPG ratio was 
7:3 and the nystatin: DMPC + DMPG ratio was 1:10. The solvents were evapd. 
at 40 degree, under partial vacuum to give a dried lipid film. This film 
was dissolved in 30 mL Me3COH-CH2C12 mixt. (2:1) and the solvents evapd. 
at 4 0 degree, under partial vacuum to form a lipid residue, which was 
dissolved in Me3C0H and the soln. passed through a 0.2 .mu.m filter. The 
filtrate was frozen and lyophilized to give a fine preliposomal 
powder This powder (100 mg contg. 10 mg nystatin) was suspended with 10 
mL pyrogen-free saline and upon heating at 40. degree, for 2-5 mm produced 
liposomes. The encapsulating efficiency of the liposomes was >99%. 



